TYPE 1 DIABETES TRIALNET (TrialNet)

http://www.diabetestrialnet.org/

Description of project

The goal of TrialNet is to create and maintain a national diabetes trial network of
clinical research groups whose aim is to recruit patients and support studies that
will result in an improved understanding of type 1 diabetes and the prevention of
the disease.

Specific study objectives are:

o To gain information about the pathogenesis and natural history of
diabetes, as part of the TrialNet Natural History Study of the development
of Type 1 Diabetes

o To conduct intervention studies to preserve pancreatic beta cell function in
individuals with newly-diagnosed diabetes

o0 To conduct intervention studies to prevent type 1 diabetes in individuals at
risk for the disease

0 To conduct genetic studies in subjects identified through the Natural
History and intervention studies

0 To conduct ancillary mechanistic studies as a part of the Natural History
and intervention studies, for improved understanding of the immunologic
basis of diabetes.

Accomplishments

Completion of the DPT-1 Parenteral Insulin Trial of prevention of type 1 diabetes
in high-risk subjects; completion of the DPT-1 oral insulin trial in intermediate
risk subjects.
8 publications based on DPT-1 findings to date, including:
Diabetes Prevention Trial - Type 1 Diabetes Study Group. Effects of Insulin
in Relatives of Patients with Type 1 Diabetes Mellitus. New England Journal
of Medicine 2002; 346:1685-1691.
Establishment of TrialNet committee structure with an Executive Committee, a
Steering Committee, a DSMB, 19 sub-committees, and 15 protocol development
committees.
Establishment of policies for protocol development, review and approval,
management of dualities of interest; publications and presentations; ancillary
studies; and other aspects of network operations.
Establishment of a main secure study website for conduct of network-wide
communications and operations, a public website to assist recruitment and 6
additional websites for use by specific groups, such as potential affiliate sites.
Addition of 4 international clinical centers (Italy/Germany, Finland, UK and
Australia), a Central Biochemistry Laboratory and a Central Virology Laboratory.
Establishment of a process for entering into a contractual Letter of Agreement
(LOA) with up to 350 affiliate sites that will participate in screening and other
studies.
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e Development of the “TrialNet Natural History Study of The Development of Type
1 Diabetes” for the screening of first degree relatives for the presence of
autoantibodies; the assessment of risk of diabetes based on number of antibodies
present, HLA type and glucose intolerance; and the assessment of the natural
history of diabetes onset in autoimmune pre-diabetes.

e Development of the TrialNet “Clinical Trial of Mycophenolate Mofetil -
Daclizumab in New Onset of Type | Diabetes” to assess the effectiveness of MMF
alone or in combination with DZB in the preservation of beta cell function in
subjects with new onset TIDM. This protocol is in the process of finalization and
is expected to begin recruiting soon.

e Six additional protocols are under development for preservation of beta cell
function in new onset diabetes, and possibly for prevention in autoimmune pre-
diabetes, one for prevention of autoimmune pre-diabetes, and one for prevention
of development of autoimmunity in children.

e Continued follow-up of DPT-1 subjects who did not become diabetic during
DPT-1.

e Development of procedures for joint collaboration with the Immune Tolerance
Network, Autoimmunity Centers of Excellence, and the Type 1 Diabetes Genetics
Consortium.

Future directions

e Continuation of Natural History (and screening, risk assessment) Study (see
“Accomplishments”).

e Launch of the MMF/DZB study (see “Accomplishments”).

e Launch of additional studies currently under protocol development.

Materials to be made available to researchers

e Materials will be shared via the NIDDK repository which has currently been
established. The timing of the sharing is to be determined. For more information
on the NIDDK repository, please visit
http://www.niddk.nih.gov/researchprograms/repositories/.

Participants

Sponsors: National Institute of Diabetes and Digestive and Kidney Diseases
National Institute of Allergy and Infectious Diseases
National Institute of Child Health and Human Development
Juvenile Diabetes Research Foundation International
American Diabetes Association
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George Washington University
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University of California, San Francisco
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